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3) Q Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
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DETAILED ACTION 

Election/Restrictions 

The previous restriction requirement mailed 08/09/2007 requiring Applicant to 
elect a target sequence is vacated because the restriction requirement was made in 
error. The Examiner apologizes for any inconvenience caused this may have caused 
Applicant. 

The target genes drawn to sonic hedgehog and bcl2 added in claims 35, 36, 59 
and 60 the amendment filed 05/14/2007 should have been withdrawn as being drawn to 
a non-elected invention because the Beta-cantenin gene was elected by original 
presentation given Applicant received several Office actions wherein the Beta-cantenin 
gene was previously examined and because the Beta-cantenin gene was previously 
elected in the response to restriction requirement filed 11/16/2003. 

Status of Application/Amendment/Claims 

Applicant's response filed 05/14/2007 has been considered. Rejections and/or 
objections not reiterated from the previous office action mailed 01/12/2007 are hereby 
withdrawn. The following rejections and/or objections are either newly applied or are 
reiterated and are the only rejections and/or objections presently applied to the instant 
application. The text of those sections of Title 35, U.S. Code not included in this action 
can be found in a prior Office action. 

Claims 32, 34-36, 38, 40-45, 55, 58-61 and 63-71 are pending and currently 
under examination. Newly submitted target genes Shh and bcl-2 and target genes 
having SEQ ID Nos. 12, 13, 14 and 15 and blc2 sequence amplified by SEQ ID Nos. 8 
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and 9 are directed to an invention that is independent or distinct from the invention 
originally claimed for the following reasons: 

Claims 35, 36, 59 and 60 specifically claim target gene sequences .comprising a 
Shh gene or a bcl-2 gene, a region from the sonic hedgehog sequence amplified by 
SEQ ID NOs. 12, 13, 14 and 15, a B-catenin sequence encoding its amino acid domain 
from positions 306 to 644 and a bcl-2 sequence amplified by SEQ ID Nos. 8 and 9. 
Each sequence is considered to be unrelated, since each sequence claimed is 
structurally and functionally independent and distinct for the following reasons: each of 
the claimed sequences are unique and therefore would require a different hybrid duplex 
that would bind to each target sequence independently and modulate expression or 
each target gene to a different degree. Moreover, each of the claimed sequences do 
not share a substantial structural feature or a common utility such that a search for a 
hybrid duplex that binds a target gene comprising SEQ ID No. 12 would yield a hybrid 
duplex that binds to a target gene comprising a bcl-2 sequence amplified by SEQ ID 
NO. 8, for example. 

Since applicant has received an action on the merits for the originally presented 
invention e.g. Beta-cantenin target gene, this invention has been constructively elected 
by original presentation for prosecution on the merits. Accordingly, target genes Shh, 
bcl2 and target genes having SEQ ID Nos. 12, 13, 14 and 15 and blc2 sequence 
amplified by SEQ ID Nos. 8 and 9 are withdrawn from consideration as being directed to 
a non-elected invention. See 37 CFR 1 .142(b) and MPEP § 821 .03. 
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Re: Claim Rejections - 35 USC §112 

The rejection of claims 32, 34-36, 38, 40-45, 55, 58-61 and 63-71 under 35 
U.S.C. 112, first paragraph, is maintained for the reasons of record in the Office action 
mailed 1/12/2007. 

Applicant's arguments filed 05/14/2007 have been fully considered but they are 
not persuasive. Applicant has amended the claims to clarify that the gene silencing 
mechanism of the mRNA-cDNA hybrid duplex goes through the intracellular RNAi 
mechanism and further to specify a region of the Beta-canenin target sequence. The 
rejection of record would still apply to these claim amendments. 

Applicant argues the unpredictability of the use of RNA-DNA hybrid duplexes 
taught by Parrish et al. and Tuschl et al. refer to short hybrid duplexes (19-25 base 
pairs) and do not teach or suggest the present invention which is the use of larger 
hybrid duplexes of 500 bases pairs or more. Therefore, Applicant argues, the findings 
of Parrish et al. and Tuschl et al. are irrelevant to the enablement of the present 
invention. Applicant's arguments are not convincing. Because it is known that longer 
duplexes are cleaved into shorter duplexes once they enter the cell by Dicer and the 
short duplexes are responsible for mediating RNAi, the findings of Parrish et al. and 
Tuschl et al. are still relevant. 

Applicant further argues that the hybrid duplex mechanism of the present- 
invention, referred to as D-RNAi, relies on the generation of small microRNA or piRNA 
rather than siRNA and this gene silencing mechanism functions through a coupled 
interaction between pol-ll-directed pre-mRNA transcription and RNA splicing. Applicant 
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cites numerous references in support of the presently claimed invention being enabled 
because the presently claimed invention, as alleged by Applicant, uses the D-RNAi 
mechanism instead of the siRNA mediated RNAi pathway. In response, the claimed 
invention is not drawn to a D-RNAi mechanism of RNA interference as argued by 
Applicant. The presently claimed invention is drawn to a method for inhibiting the 
expression of a target gene through an intracellular RNA interference mechanism which 
encompasses RNAi mediated by siRNA and this method using a mRNA-cDNA hybrid 
duplex to inhibit expression in vivo is not enabled for the reasons of record. 

Furthermore, the references cited by Applicant do not provide guidance for 
claimed breadth of the instant invention. The references cited are drawn to this D-RNAi 
mechanism, which is not instantly claimed and even if, for the sake of argument, this D- 
RNAi mechanism was claimed, the references were filed after the filing of the instant 
invention. The state of the prior art is what one skilled in the art would have known, at 
the time the application was filed, about the subject matter to which the claimed 
invention pertains. The relative skill of those in the art refers to the skill of those in the 
art in relation to the subject matter to which the claimed invention pertains at the time 
the application was filed. See MPEP § 2164.05(b). The state of the art for a given 
technology is not static in time. It is entirely possible that a disclosure filed on January 2, 
1990, would not have been enabled. However, if the same disclosure had been filed on 
January 2, 1996, it might have enabled the claims. Therefore, the state of the prior art 
must be evaluated for each application based on its filing date. 35 U.S.C. 112 requires 
the specification to be enabling only to a person "skilled in the art to which it pertains, or 
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with which it is most nearly connected." The state of the art existing at the filing date of 
the application js used to determine whether a particular disclosure is enabling as of the 
filing date. > Chiron Corp. v.Genentech Inc., 363 F.3d 1247, 1254, 70 USPQ2d 1321, 
1325-26 (Fed. Cir.2004). 

Therefore, because there is no guidance in the specification as filed that teaches 
inhibition of expression of any target gene in vivo after administration of a mRNA-cDNA 
hybrid duplex and because the state of the prior art at the time of filing provides 
evidence that the use of RNA-DNA hybrid duplex for RNAi was unpredictable, the 
instantly claimed invention is not described in such a way as to enable one skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

. Thus, the rejection of record is maintained. 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly Chong whose telephone number is 571-272- 
31 1 1 . The examiner can normally be reached Monday thru Thursday between 6 and 3 
pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Schultz can be reached at 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 
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